
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Applicant : Yoo-Hun SUH et al. 

ApplnNo. : 10/657,143 Group Art Unit: Unknown 

Filed : September 9, 2003 Examiner: Unknown 

For : COMPOSITION COMPRISING MINOCYCLINE AS AN EFFECTIVE 
COMPONENT FOR PREVENTION AND TREATMENT OF DEMENTIA, 
AND LEARNING AND MEMORY IMPAIRMENTS 

SUPPLEMENTAL CLAIM OF PRIORITY 
SUBMITTING CERTIFIED COPY 

Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Sir: 

Further to the Claim of Priority filed September 9, 2003 and as required by 37 C.F.R. 1 .55, 
Applicant hereby submits a certified copy of the application upon which the right of priority is 
granted pursuant to 35 U.S.C. §119, i.e., of Korean Application No. 10-2002-0054650, filed 
September 10, 2002. 

Respectfully submitted, 
YpO^HjKiJuH et al. 



March 30, 2004 

GREENBLUM & BERNSTEIN, P.L.C. 
1950 Roland Clarke Place 
Reston, VA 20191 
(703) 716-1191 




iruce H. Bernstein 
Reg. Np. 29,027 




53 




i 




This is to certify that the following application annexed hereto 
is a true copy from the records of the Korean Intellectual 
Property Office. 



| g Hj i : 10-2002-0054650 
Application Number 

§ i ^ i g : 2002fc* 091! 10^ 
Date of Application SEP' 10. 2002 




1020020054650 



#^ 2003/9/8 



[AHflg] ^^SSIAH 
IMm'MXt] 2002.09.10 

ssi oi^oiM&e &s.&m°^ m^m^ xi oh §j ;>i 

^ ^Sl°l OH 3 SI xl^g 3££M 

[ = §£J S^Sij] Composition comprising minocycline as an 

effective component for prevention and treatment 
of dementia, and learning and memory impairments 

[SSI ^5|Af H£U°!M^H|0|- 

3H] 1-2000-014844-3 

ism 

ICH£|2j3E] 9-1 999-000536-0 

[Slr^Se^Sm] 2002-046649-8 

[ □ £l ei 2 H ] 9-1 999-000634-5 

[5i?ISi^SS] 2002-046650-1 

r ch ai oi i 

[ CH £1 2J 2 H ] 9-2000-000 1 55-5 

[Slr^SS^Ss] 2002-046653-2 

S^S^I] SUH.Yoo Hun 

480208-1042022 
[^5!&Js] 157-900 

[^1 AHS^AI ^AH^ 831-8 

[^31 KR 
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[^A^j^] 

[tH^g^l a OUDI^ AH iT 
[AH9PH4 1 ] 

[AH^ = ^£| SX^Ai] 



Soil*! 
KIM, Hye Sun 
580713-2041313 
158-774 

AHS^^AI °}&=? = eomh^ 14081 

KR 

PARK.Cheol Hyoung 

630301-1466330 

135-778 

AHS^^AI &<d=?- Q\X\2m 
KR 



706S 



■OlOm^ 3-1312 



KIM.Eun Mee 

770914-2822216 

137-949 

AHS^^AI AH^ SSI §70 <yyS4xmm^ 203 



12042 



KR 



SHIN.KI Young 

740902-1559022 

503-827 

yzp ijAh 4 = 971-14 

KR 

^] 
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1020020054650 



mW- 2003/9/8 



^51S XHI60 



HI423&2J ^§0|| 2\m 
°l ^3 Oil °lth 
Hf^S (oi) Qj£|0| 

2}±s (en 



20 2 29,000 ^ 

10 3 10,000 SI 

0 2 OS 
14 & 557,000 
596,000 S! 
4:JI3 (70%^en 
178,800 

1. s°uh- gAiiAH(£3)_is 2.^^isas §sm 

A1#[A^We^e,S!aiS^0liHAh S< M I1AH ]_ n 
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[ASH 

£ 1 
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1020020054650 #^ 2003/9/8 

{Composition comprising minocycline as an effective component for 
prevention and treatment of dementia, and learning and memory impairments} 

ofl 3$. H^li ^ Jl34«- ^ Xi-S-* M-Bf-fl j£oi4. 

°fl ^tr ^ Jluzfl- ^^1^- ^ ^-g-^ i^Ef^ £ol^. 

£ 3-& ig-ijgs] ^^^-o] Afli C# ^r^^^l 2ltr 

3. ^^ JL^I- ^ M-Hr^H -£^14. 

^71^^^ M« 5] 4^1^ <T ^Bf^ £°14. 

^>7l^^^ #s]* ^ 5a^-* M-ef-H £°l^f. 
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1020020054650 2003/9/8 

*l^r°l# ^(minocycline)* *Jl^£-J15. tr-fr*f^ *H * 7 ] 
*1 ^(dementi a) & *\*\}£. ^ ^ 7}<?m #£) ^ ^7l^ ^l*}^ 
10%, 80^1 °l A o v ^ 2t*l*£] ^ 50% ol^jA-] q-Bfuj-^- 74 o.^. ^^^cf. 2]e ii 

£12.5., ^cflAVS)^ Ajzf^ A}3J3, £.*flj=L tfl^Jl o^Cf. 

*Ho] ^o]o. cfoj:^^ ^^ol^^ ^^(Alzheimer's disease), 1^ 

f^!^3HH ^Ml^fl 7l^s] o>^^.olH. ^(amyloid beta, AP ) 

^-afl^o. ^w.o_ s ^ ^ojalCsenile plaque)^ ij^I ifl SE^r ^5. 

(Neurofibrillary tangle)^ #^ ^4 ^^tr ^r^°l 33-2-5. 
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1020020054650 %^ Q*}: 2003/9/8 

*H ^is^lfe ^Mlli*^ £-stiJL4i<y ^H)^§^ 

(Acetylcholinesterase inhibitor), ^HM-I-^ ^^^^^-S -ft- 

*l«fl # t S^xr °V4^#^ ^^t 1 ^ (acetylcholine precursor) ^ 
^ ^r-Ml *fl (Receptor agonist) ^ l-^l^l tflJf^-ol t]-. 

(tacrine), o>3 'SB(aricept) ^ ^Ej-^l(galantamine), °H11 
^SH^Sfe- 3HH(lecitin), n^JL o>Afl^#^ ^-g-*fl 
RS-86, Mia^ (nicotine) 

^*H1 ^ ^71 ^A)^ol3i p)^ ^nfl ofl« 0 V 7] 
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1020020054650 #^ Qx}'- 2003/9/8 

o>^3°lJE. <£«M^ Ct^ o]**6\z\i=. C^(^is) ^r^^o] oj-^^o] 

<iv> £f^tr M-iMfe , zlM- 

<18> rcj-^ ^5L^ -^-§-&°| Jl^^o.^ *1 nfl ^ 7l ^ ^ <W ^ ^ S 

<19> ^ f EflM5^A>ol^^( te tracycline)^| ^^#^^] ^l^H"!-^, 

#7R> a>-§-^hh ^-^-g-oi o>^^oi ^-o]^ of^-s. SX^-. 
< 20 > 2)^- -g-c^ nl^A>ol^^ol ^^-o] ^^^tg (Huntington 

disease), ^^^#^SH§KAmyotrophic Lateral Sclerosis), 3-^^*1 ^ 
(Parkinson disease)^ ^l-S-^H al^v^o] tflA]~i- #^]^ 

^91 ?lli2llols-l(caspase-l), ?fl^slH^-3(caspase-3)3 ^ ^ 
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^miLJsL*!, ^^M^ £4t 9X^o] <a^sl^nf. 



^ *ls.-8- ^Ml^ a^M- 
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1020020054650 ^^ <Qz\: 2003/9/8 



^«?1^7l^ ^-ofl^- o^^- ^ 014. 

<29> a. S ^#^r ^-Jl^^-^-S. "l^Al-ol^-^ f 4^2} H^r 

"s - ^7>s U-fi-1]- ^ $X^. 

<30> M. M^cq s^-o. s.^ a]^ ^^flofl tfcf^ ^-^-g-^- nl^^l ^ 

^-§-51^ i^^ii- ^ Si^, iLS^lS^ -g-*fl, 

^m, #*i*n, 3)^-^1, ^.^i, ^hh^i 7l . 
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1020020054650 #^ 2003/9/8 

^l^OJiL 7}^ &^±= ^<*^, ^7^, ^ 

*fl £ M^ll ^7Ho S ^7^H ^-g-^, «^|, -fr^ ^4 ^ ^A}-g- 
«r^, 4^ SL^ 3*1)3. ^ ^tf. G| i4c> 7 > 3 

3t!: w 0 Vl ^^-S, Remington's Pharmaceutical ScienceC^-S-^) , Mack 

Publishing Company, Easton PA°fl 7flAl^<^ oi^ U^-i: °]-§-^H A ^SH *4 

^1, ^Ml, -Ml, 33*H H^r ^> 7 >^*> £ %3 $t 

o^jll^ 3&31-fr ^3*Rr ^IHI 3"Jjifl, *^vfl, 43 

ifl, ^ifl, 43^, ffifl, , tij^tfl, *ol ) ^ > ^ ( 

^ ^^t ^-3-3 •?] ^ 9X^. 

2:3 #^1 3*1 100~200mg^ ^ iflofl^ 

S3*Rr ?H ^HM^M..^^ ^%9] ^€ o.^ 

3£ £ 3M ^ ^3=, *fl*§2] ^ £ ^}<2] afl^, ^ti> 3 

3 33], 3t * ^o], 3=a} a 1 ^> ) -a) ^ S * 2:3*3 ^-Hl#, *lJL 7l^>, 
*3 3"8-=lfe yl^rtb cf^tt Sl*W ttrHr *r 5M. 
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1020020054650 %% ^*}: 2003/9/8 

<37> £ <^M]*M #^-°-5L, HL^ wJ-a>a] 

Sj-«h ^lS. ^ ^ 3^*11!- A}-§-*}-b ^1:4 ^«S)3H a}-§-^- 



<39> [^ahi i] ^. Afls. «q^.6|i ^el^!: wflBf # 

-B-^tt H-Mia ^V^l JL^f 

^^1^ A>^6)1 *l*]^r ^-o] ^-o]*l-o|rf. 

<41> 1) 3U$& 

<42> a s ^o] nl^Afo]^^^- p BS <a-^ofl( pH 7 4)^ 10mM o| ^- £7 }. 

<43> 2) O^^olH. UflB}- ^ti] 

<44> ^3£^ <q«.ofl o>^5.olc aflEl- -fr^i'SHlS.AKU.S. 

Peptide Inc.) 3 A P 1-42 ^S^H ^«1^4. 

<45> 3 ) tiflOj: 

<46> ^l^Afli Af-g-^ Aflx^ g^i*^*! 7l^tb PC12 

^^4-. -*7l ^15.^- 10% -f Eflo]-!^ (fetal bovine serum) §J 1% H^afl* 
^-n-^fe DMEM «H*HH ufl^V^o.^, ^ofl A>-g-^>7] o|-g- ^ofl 50ng/m^ 
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1020020054650 %^ <&7\: 2003/9/8 

NGFCnerve growth factor ;Sigma)» ^€^(0.3%) «ti*H ^7HH afl^ll- 

A oM^ g°} ^*}$. PC12 ^3 2^#^§- 10 pM^ ^£7> S\S. 

^ Z\^5L. 24^1 ^ o\*l^o}EL HflEj- ^-^^ Api_ 42 €- 30 pM^ £\5L 
^ *13tr ^ , 24^m ^ Bfl^Sa^. °H PBS 1 ?]: ^eltr tfl^, ^ v 

4) Afli^-a^l - 1 : MTT 

MTT gr^Sr ^Sfl, flfl<£^ Afl^Lofl 30 pM^ A|3# ^7>*>JL 5% C0 2 , 37°C^ 

MTT(3-(4,5-dimethilthiazol-2-yl)-2,5-diphenyltetrazolium bromide, Sigma 
-g-^* ^If^E 0.5 mg/m^l 5] ^- €<H1 ^7>tr ^, 4A]?i 30 ^<?> Hfl<# 
*>^cf. MTT^ ^r€°ll ^(formazan precipitate)^ 

DMSOCdimethyl sulfoxide)^ ^91 ^, EL ISA 7l7l# ^-g^c*} 570nm^l^^ 

^*f534. 4 A}sL6\] cfl^; ^3. ^ ^ -g-^fl^ ^7>*H ^ 

^tb cfl 2:5-^1^ ^^".£1- 100 %S *>Jl, 0.9% Triton X-10CM1 sl*fl 

AflS.7> Sf^S n^^ofl^ 4§=OgS} 0fc£. *M ^tfl^ol ^ 

^l^>^cf. °1 ^ -T- MTT ^£7> A-fli «^5E^r ^tf. 

^7l<4 ^-ol MTT ^^flS^ ^ ^-o] ^£f^£( cell 

viability)* gal, n. ^41- £ la°fl q-Ej-ifl&i}. 
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1020020054650 W^ <Qz}: 2003/9/8 

<5i> £ i a ofl q-El-\+ a>sq- ^oj, M TT -g-*| ^ ±\*\}3. ^S.& ^ °r 

^eltt ^li«-^.£7l- ^^^>7ll (4# 

*fl). 

<52> 5) AflX^-g^ - 2 : LDH &q 

<53> LDH ^}^o) ^fl*]^ tifl^lS. ^-til^c^ q-^- LDHClactate 

dehydrogenase) ^MS.^ 96 ^-^7lB(CytoTox 96 

assay kit, Promega)* ol-g-Sr^ ^^^>^uf. aflo^^ ^j^ofl ^ ^£<jj ^e}:e. 
# ^7V^ ^ 5% C0 2 , 37°C^ 2:£<HH 24Al# ^ Hfl^>^cf. ufl^ofl^- 50ra £ 
^r^tr ^, ^ 1H1 NAD+^4 ^HBr##^ (tetrazol ium salOilS ^l^-^^l 7) 
H (substrate mix)» 50m^ ^7}*}5l, 30^- ?i <>HHH ^-§-A]^cf. LDH 

solution)^: ^7>s-}<^ tiV-g-^ f^A] ji , EL ISA 7}7}% °l-§-§}<*] 490ran°lH£| 
^^^r^^f. ^ ^ LDH ^ 0.9% Triton X-100* °l-§-*H 
-g-^Ul^* "ti -frE^fe- LDH &-g- 100%^. «H ^-tfl^^] 3l^}5g 
cf. LDH ^£7> fe*^ %^5^r ^-4. 

<54> #7l<4 ^o] LDH ^-ul t^tiS^ ^ 4i^£(cell 

viability)* <$5l, zl -£ lb<Hl uftq-tfl&t}. 

<55> £ ibofl q.^.Y+ Qo], LDH ^4 $HJ5=fe- <S| «- ^ej^ o> 
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1020020054650 #^ sJ*}: 2003/9/8 

£ ^"Mfe ^li«-^H7> ^^Tfl 
<56> 6 ) ^-Er 

<57> ^-7] MTT ^ ^ LDH ^4^.ifEi, 

oj-^Sol^. wflEf t£M^o\] -fr^B)±r ^*\]S. ^3. <3 ^ ^ 



<58> [^AHl 2 ] ^ S^l-O] Afli xflofl^ 0>^S.0l^ Hfl^ # 

^^ofl o^gfl -B-^s]^ 2^5. A>^4| U)*}^ 
^•5)^ *)M]S. AV^ofl ni^i^ 4^-4 

<60> 1) S ^-§- ^ 

<61> S^l-^ ^Al^ 1^ 1)3]. P>^-7]-Xl^ yj-^ofl ^tJlsj-^cf. 
<62> 2 ) apimolJE. HflE} ^-^^ ^ *flS 

<63> oj-^^ol-L tiflE]- cjiafl^ ^ ^ «fl , ^^.ojc ^BJI| 

^ °>^^ ^-MCwild type, ^ ^^3.0]^. ^ 

31^4=1 ^^iK Swedish mutant, °1^> 'swe'ej- ^t}).g- ^ 

*fl^S- «jE^# ^l^s>^cf. ^Sflt^ l-<a^ol cfwH^-g- ^7] *H ^tf-fr ^ol 
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1020020054650 ^a}: 2003/9/8 

<64> Zj- t£^9\ -R-^r* ^J^Br ^7l^<g^- 037I *fl , 0 NS 0 1^ ^ 

^-M* ^ PCR°fl Af-g-Ji sel-ol^s.^. s isj. zj-o] 

<65> 1] 











WT 




5'- AGTTTCCTCGGCAGCGGTAGGCGAGA - 3' 


"•il^s. l 




5'- GTTCTGCATCTGCTCAAAGAACTTGTA - 3' 


•^•atis 2 


swe 




5'- AGTTTCCTCGGCAGCGGTAGGCGAGA - 3' 


Ail^jL 3 




5'- GTTCTGCATCTGCTCAAAGAACTTGTA - 3' 


^^J: 4 



#7] ^Z\-o]v]Sr^ o]^}c^ p C R^ ^, ZL ^ DNA« 

a}7>5.^ ^ ^(agarose gel electrophoresis)*}^ 3.711- tilJEs>^, 

€*Hr -fr#7 r 7}- ^lcflS <2<H£*r*l« 3Klef$itr. 

^-7) PCR T7 HSSEil- *]^V) myc -g-^- AjA>ig- ^ Ol 

^ ^«|Ei P CB6^1 A y A ^*r°i , ^ith #er^^] = #^r 

ol-g-^- ^^£«y<Hl a>-§-^ ^iSfe, ^Hl 1^ 

3)31- n}^}^ * 0 >«H ttj-ej- tifl^}^. 24Al^> * ^>7HH 7]] 2:^ # 

e^l^l-i: zj-z]- 2//g^ ^^£^Al^( t ransfection reagent; Fugene 6, BM) 3 
ld°] «-fr€ tifl^l 100^*11 37 r *M ^6(| 30£# ^r-g-Al^l J*:, Afls^ tifl<# 
6fl ^6fl ^ «J-|^ ^fr] j7 5% C o 2> 37 ° C °] 2i#d\)A] «fl^>^cf. o) 
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1020020054650 %^ <H*}: 2003/9/8 

<69> ^5i<ytH 6*1 *fl7i*H ^fl Bfl<a=ono. S M ^ m}- 

^2] 10 uM^ ^£7> Sl^s- ^sl^ji, cfA] 24-48 *]?! -g-^ tifl^ 

<70> 3) - l : MTT &q 

<71> zj- ^-o) M ^c\] cflsfl ^}^\ 121 4)^ V}&7}X\$) « 0 >«H *}-&}- 

MTT ^*}31, ZL ^4 <g£r 4if^£t 5L 2a^l q-^^cf. 

<72> S. 2a^Ai, ^-^1^ tf}2]- ^-o] vfij^. oj-^^ol^ SIt^*?^ Afli# 

^JEofl ^^^(3«i^), ^ ^<3€ ^^olc ylle} 

swe ^ A J^s]7l *H nl^A>o]3.^^. ^^e^*V ^a^, Afli*^ 

<73> 4) ^=.a^^ - 2 : LDH ^ 

<74> Zl- ^2} ^j^rofl cfl^fl ^Al^ 12) 5)5^ ^7M^1 ^ *}-^ 

LDH £«1 ^lE* ^*>JI, ZL ^-4 £ 2tHl q-E^^tf. 

<75> £ 2b°lH, aV^J- ^-ol tflJf oj-^so]^. ^3L# 

^JEofl ifcf^- nl^^l ^rOj-o_^ (3 tt i ^ ); ^jh oV^^ojc HflEf # 
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1020020054650 #^ 2003/9/8 

swe #^*M ^ <%<%$7] Dl^Aj-ojs^ o. ^^ej^j. ^oflA^, 

5) 

^•71 MTT -g-^ ^ LDH ^4^^, S^l-^r iflJf ^£ 

o>^5.ol^ yflE} ^*ti -fMS-^ *Mli ^l-^-ir o.s ^^1^- ^ 



<78> [^AHl 3] 3l^O] A%3_ ^\6\)X] A$S$Q ^^Ofl ^*fl 

-fr^^r *Mli A>^efl v]*)^ 

<79> ^^.ol vfloflAi C^- ^-JjlMl ^l*fl -fr^fe 

S A}^6\) u}*)^ Cf^-jq. ^-O] S^c^tf. 

<80> 1) ^2: 

<81> S^l-^r ^*H1 1^ 1)4 P^Hfi) §«1*V^4. 

<82> 2) C# 

<83> ^ Afl^ ^«fl, 0>^ S o]£l C cj 

597flS] ofo] t^o^ ^-MOl*} 'C59'e1- tM}) ^ 

^ OS ^ 997fl^ o>nl ^ av ^^^(o]^ ' C99 ' 5^ ^-cf)^- ^§ 
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fc^-fc ^*8°.3. ^ PCR^l ^>-g-€ Hb}°H1-§- <5}-7] a 232}- ^o) 

<85> [a 2] 







<37|A-j<g 




C59 




5'- ATAGCGACAGTGATCGTCATCACCTTG - 3' 


^II^Jl 5 




5'- GTTCTGCATCTGCTCAAAGAACTTGTA - 3' 


Ail^Jl 6 


C99 




5'- GATGCAGAATTCGGACATGACTGAGGA - 3' 


Ai1»l31 7 j 




5'- GTTCTGCATCTGCTCAAAGAACTTGTA - 3' 


Ai<giyj: 8 j 



#71 ^efol^s.^. ol-g-^o^ PGR-i- ^ zl ^ 03°. ^4 ^ DNA# 

#71 PCR T7 HSS.B|# *]u|^ myc -g-^- ^ 01 

IH!*!^ pEGFP-Nl^l AA , *flS^- l-ej-^nlJE.-!-^- afla*|. 

3) >M|5.^^^ - 1 : MTT «^ 

4 S3 ^iofl tflsfl #7l ^aHI 1^ 4)4 pV^}-7>^1^ « 0 V»H trj-e}. 
MTT ^€ ^j*^, n ^4 A-fli%#£i- £ 3a ofl q-Bj-uil^q.. 
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<9i> £ 3a°fl M-Bf\+ w>sf ^-o], iflJf C59 ^. C99 - C ^ ^-«J]^^ i^-fl^. 

^A]^o.i4(3«i^), 5^, zj-zj- *S SAD, oj^t!- >*fli*> 

<92> 4 ) - 2 : LDH ^ 

<93> z| ^ ^ £o j| rfl«9 ^- 7 ] io] 5)4 u^M^ «<HH oj-el- 

LDH £«1 ^^>JL, ^ ^ ^S^S.* 5: 3b ofl q-Ej-^^cf. 

<94> £ 3M1 M-e*\+ w>sq- ^-o], C59 ^ C99 - c ^ 

*1^H#^ ^i^ofl 37l| ^•i*f^cf(4tti^ ) 6*1*11). 
<95> 5) ^ 

<96> ^-71 MTT ^ ^ LDH ^ ^S.^-&\, ^9] a^#£r vflJf- ^<3€ C 
5^. 



<97> [^Al^l 4] C# -B- ^-5]^ #£7} ^ ^ 

#2eH1 Dl^l^ JL34 

<98> 2]«fl -ft-^^r ^7]^^ *1*R 

<99> 1) ^. ^3. 
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<ioo> S^l-^r *l2tAM#?l-fr pes #^<S{(pH 7.4)<H1 5mg/ra^^ ^j£7> 

<ioi> 2) C# 3:^^ *\]2i 

<102> ^ufl-fKEofl A>-g-^ C 1 ^ ^S-OjH. ^^-c+yW^o] 105 

7fl oful^AVo.^ cJ«M^(ols|- 'CT105'^ *tf)* A]-^>7lS ^JI, PCR 

<ios> ^jlHh 5'- ATCTCTGAAGTGAAGATGGATGCAGAA -3' (^^^519) 

<i04> <^^: 5'- GTTCTGCATCTGCTCAAAGAACTTGTA -3' 10) 

<105> ^-71^ Qo] ^ -f^H- Trp ^^^li iH^Ei 

<?] pGEX4T-lofl #<g*M #S.^*>^cf. 

<106> n ^4 o}^ ol-g-^ cfl ^-g- ^^^Aj^lJL 

(Hanahan), ^ ^<?1^7l Hfl^l ^ 0 H1 "4^^ fsqi 

°l-§-*H ^S. ^^<?> ^aflo^ * > M9 av^^ofl ^-tifl^ ^ 

600nm^]^^ ^%5.7} 0.5-0.8 € 
«fl,PTG(isopropyl-thiogalactoside)# ImM -^5.5. 7>^H cj^^ ^-§7 -ft- 

£*>^4. «H <^cy\^[ m^a\}^S.^ ^tifl^-i: <£jl ( SDS-PAGE &q^r 

Lammeli «o Vl 3 (1970H1 ^ W<*l > ^ ^^r* ^^VS^. 

<107> ^liBfl^^-^-^Ei /|If ^j^A]^ STET ^#<*H ^^1^1 ^, 

^7}°d(lysozyme)iL5. ^^Al^V *l5j*>£cK ^s)-^Bl7l(sonicator)S 4)5. 
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1020020054650 m^ 2003/9/8 

#1- 4^)3: ^, °-} 6000rpm<*IH ^-y-g-s^H ^ insoluble 

pellet)!- £534. o)^ NTE ^, ^£.6|) rtf-e). ^ 

2M-4M-8M -fMlo} ^*3*r°3 ^--g- ^ 

<ios> -§-^-£1^ afla^- ^-M*^, ^ ^(gel fi Iteration), 

S. D >S.ZL5fl3i](ion exchange chromatography, DEAE-sepharose-Cl-6B) ^ ^7l-g-# 
^(electrocution) ^ ol-g-^o} ^l^cf. ^^fl^ ^fl^l tfl*fl -§- 

^ SrHM(fusion partner )!-§: ^^1^, *H -fKEofl A}-g-sj # 

<109> 3 ) ^tg^-§-<>] A y^ 

<110> ^nfl-B-^ ^}-§-€ 18~26g^ ^ ICR 4|it 

-il^J- iflifl ^^517} 25dTC5. -n-^l^Jl, 12^1^ ^4 w>c] 

<111> 7l^^ ^7>^^ nl ^A>ol^^o^ ^<^°1 10mg/kg7> S\ ^o} 

°1H *11Str ^-§-§- nl-fi^ 47j- iflsl 1^^7_> 1^ 13]^ Jfo}*}. 

^cf. °H ^-^^ #^<5>*1 ^ ^ 

<112> 4) ^2)5) «>o. ^ ^ 7 ]^^^ 3g 7 > 

<113> ^^s]ia}-§- -f-Sfl, ^ Mj-t^ S-^l-ol ^S|7ll4 £^ 
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<114> ^7}^S. ^>^^-^ ^(shuttle box, Model PACS-30, Columbus 

Instruments International Company)* °l-§-*>^4. #7] #*rfe ^r^-°l^-( 

3cm >M«1 2. 625cm HI ^ ^K^l i9 cm g cm >^o] 10.875 

^ 20W £^-°fl 2]*fl ^cf. n]-eH, a o v^ H1 D> 

-fife tr^o] -f-*H »<HH 0^3. avo s ^ ojcf. 

<115> 60dB ol^S. ^SlJL, 2:^-g- Ol^-Tfl tij-ofl # 7 ] ^§ >£7r» <fl 

sW^. *l* #*r3 tr^ H oH] ^ ^Jl «JH# ^ ^, «n^ 7 > 

°1 #*fl ^ a o V ^-S ^<H7>^ ?r*M -°o) ^o.S 

*1*M: SiH^C latency time) .2.3. , 7l^^ ^7>5l #5M. 

^7] 4^-^ ^^7> 20^ o}^\6\) w-ol ^ wj-ofl^ l-o) ^ 

<r «bs^m 24^1 # ^ v±x\ bb^i- § tij-oil 

^ 3^ ^<L> 1mA ^ #^-7 r JL=?11 §>^4. 

<116> ^ 7 }<% ^-o] 30^ #7l 4 ^ 2HH 

CT105 l&^-S- 0.1M PBSCphosphate-buffered saline, pH 7.4H1 ^Jl, J=cr] 

685 pmol/5in£3. §H -^tfl# *H-^ vflS. sfl^ ^a^I* o] 

CT105 ^^-i- *M«H *H# -R-st!- uim-s-s ^] ^wl^}^^f. 
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<117> 1^ ^ t±x\ Z\ ^ ^ ^6\)A] O] 

M-EWH, £^l^>ol zH^ifL 7l^^o] a o V^^^^ c^p]^ 

£-2.^, ^-^^^ (analysis of variance, ANOVA) SE^r t-g-^ 
(student t-test)# °l-g-*>^ -fr^* ^]#*>Z1 zl B 4<H] i+e|- 

<ii8> £ 4 ofl ufEf\+ uj-fif ^-o], CT105 ^«««r ^rtr ^>-f^#^ £ 

CT105 ^3]-O.S. <a^fl *H7> -fr^<H ^7l^^ol ^-£15)^71 

<H9> ZL&|i4 ^- ^^^1*V * CT105 ^Htt, 

CT105^:^^^ 5-^1 H]«fl S^aI^o] -fr<q«fr>H #t\- , ** 

<120> 5) 

<121> 7] ^s)jr)ti}-o. ^ ( ^. t ^o] s^#^r o>ig S ol^ ^^J] 

° S V ^ 5*4. 
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<122> [^AH 5] WW SiQ&o) ^«fl -fp^S)^ tt?}^ 

<123> ^ ^igs] S^l-o] C ^ #^^1 ^sfl -B-^S]^ #£|o)l 

<124> 1) S^-§- aflS 

<125> ^ ^#£r ^>7l 4 <q l)o2f V}&7}X}<>\ lXj-e]- ^12:^ 

<i26> 2) ^^^^ 

<128> 3) ^^#A>3- 

<129> *H-fK£ A>-g-^ Jg^^ ^-7] 4 ^ 3)5f ^ 

ofl 142} a^I-ji, nl^AH-t^ ^x}*}^. ^, ^Aj 

<iso> 4) ^Pl^^ (Water maze test)^: ^-^71^^ *%7\ 
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<132> -€<§-§-^£L(*l-§- 140cm >&°] 45cm H *fl-£r -f , -f-fr-I- *#<H 

711 n Jr#534. ^#^3. °js]S til M-fe ^, *t 

*|# 15cm >^o] 35cm)^- ^ ^>>5fl ^ 1.5cm7]- 

-ireful-Til S|^cil olnfl %^B\ oV^^rS^^l^ a] ^ ^<5>;n o]f 
5i^-Al7io_^ ^>^nf. 90^# *1 #o_ s. n>o}= 90 ^ iflofl o>^ 

**>^ "liif <M^r $H 15^ *3 ¥SW. 1*} ^ *V^1 i 

^ 2*} ^-8: ^l*r534. 4 cilojE^ w^o. olpl^l ^ ^7l(video 
image motion analyzer, Ethovision, Noldus Information Technology)^- 

<i34> a o v 7 ]^ ^-o] yj- Df^oil ^ 2s], ^ 2sM 5<£?} 

^l*r$!4. AA$\ 3 S) o]a o > £^2]o S ^ s>oj o.t^ , ^^.a^ £ 

^ — -^f^H t-^^^- ol^>o^ -^Tfl^ -R-S^* ^^>JI ^-4* £ 5^1 

<135> _£ 5^ i4e|-\+ h}<4 ^-ol, CT105 ^-M-i- cfl^^ofl ^a>*V n>-f^s.o| £ 

^R>^ cflS^-oll fTjlajii ^^>7il ^rol ^A^tf. o]^ cries 

<i36> ne^M- -a ^ CT105 ^H^r, 

CT105 ^^m* ?°fl «l*fl Sil^RH -fr^Ml 
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<137> 5) ^ 

<138> # 7 ) ^v]$-^^r £ 2:^#£r <=>>^S^^ ^^^-^^^ 

<139> o>^ S o]c yfl^ cj-tf^ C^: ^ofl 

<140> SEtt S^#^r 6>^S.olc HUE} ^h«fl^ C 1 ^ 4*fl 
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1] 

2] 

*n i%hi 5a°H, ^^a. ^--s-a- ^^-g- ^°s. ^ 

3] 

[3^*8- 4] 
[^^8- 5] 
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8] 

[3^* 9] 
[^nF^- 10] 

XI 9%H1 HX]S ^-8- 9*H#-i- ^^.s 9=X1*M 

[3^8" 12] 

XI 10%H1 fl 6 !*!, C# # U -M9 9Xl^>8: f^iS ^ 9= 

XI ^ 

[^*ch 13] 
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[51 1] 
a 




30uM A* 

1 0 jjJVI minocycline 




+ + 
- + 



[51 2] 




Transfection mock mock wt wt Swe Swe 

10 uM minocycline - * + - 



3] 




mock mock wt wt Swe Swe 




Tt ans faction 



10 pM minocycline _ 



mock mock C59 C59 C99 C99 




mock mock C59 C59 C99 C99 



34-31 



1020020054650 



-3 2003/9/8 



[51 4] 



200 




[51 5] 

100 

^ 80 



a» 60 



40 



20 - 



CT105*|EI3 
(685 pmole) 



CT105 (68Spmole) 
+ Minocycline 
C10 mg/kg, i.p.) 



';p<0.05vs 

» p < 0.05 vs. CT105 ^015 (685 pmole) 



case 

CT1 05 o^d S (685 pmole) 

CT 105(685 pmole) + Minocycline (10 mgJkg, i.p.) 




1day 2day 3day 4day 5day 



*; P<0.05vs. DlicAKDIg*! *f2l5 

**; P<0.05 Vs. CH£^ 

<llO> BRAINTROPIA Co., LTD. <120> Composition comprising 
minocycline as an effective component for prevention and treatment 



of dementia, and learning and memory 



impairment <l30> 
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02P-302 <160> 10 <l70> Kopatentln 1.71 &lt ;210&gt ; 1 
<211> 26 <212> DNA &lt ;213&gt ; Artificial Sequence 
<220> <223> forward primer for amplifying wild type gene of 
amyloid precursor protein wild type <400> 1 agtttcctcg 

gcagcggtag gcgaga 26 &lt ;210&gt ; 

2<211> 27 <212> DNA &lt ;213&gt ; Artificial Sequence 
<220> <223> reverse primer for amplifying wild type gene of 
amyloid precursor protein wild type <400> 2 gttctgcatc 

tgctcaaaga acttgta 27 <210> 

3<211> 26 <212> DNA &lt ;213&gt ; Artificial Sequence 
<220> <223> forward primer for amplifying Swedish mutant form 
of amyloid precursor protein wild type <400> 3 agtttcctcg 

gcagcggtag gcgaga 26 &lt ;210&gt ; 

4<211> 27 <212> DNA &lt ;213&gt ; Artificial Sequence 
<220> <223> reverse primer for amplifying Swedish mutant form 
of amyloid precursor protein wild type <400> 4 gttctgcatc 

tgctcaaaga acttgta 27 <210> 

5<211> 27 <212> DNA &lt ;213&gt ; Artificial Sequence 
<220> <223> forward primer for amplifying the gene coding C- 
terminal 59 amino acids of amyloid precursor protein <400> 

5 atagcgacag tgatcgtcat caccttg 
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27 &it;2io> 6&it;2ii> 27 &it;2i2> DNA &it ;2i3&gt ; 

Artificial Sequence <220> <223> reverse primer for amplifying 
the gene coding C- terminal 59 amino acids of amyloid precursor 

protein <400> 6 gttctgcatc tgctcaaaga acttgta 
27 &it;2io> 7&it;2ii& g t; 27 &it ;2i2&gt ; DNA &it ;2i3&gt ; 

Artificial Sequence Alt ;220&gt ; <223> forward primer for amplifying 
the gene coding C- terminal 99 amino acids of amyloid precursor 

protein <400> 7 gatgcagaat tcggacatga ctgagga 

27 &it;2io> 8&it;2ii> 27 &it;2i2> DNA &it;2i3> 

Artificial Sequence &lt ;220&gt ; <223&gf, reverse primer for amplifying 

the gene coding O terminal 99 amino acids of amyloid precursor 

protein <400> 8 gttctgcatc tgctcaaaga acttgta 

27 &it;2io> 9&it;2ii> 27 &it ;2i2&gt ; DNA &it ;2i3&gt ; 

Artificial Sequence <220> <223> forward primer for amplifying 

the gene coding C- terminal 105 amino acids of amyloid precursor 

protein <400> 9 atctctgaag tgaagatgga tgcagaa 

27 &i t ; 2io&gt ; 10 &i t ; 2ii&gt ; 27 &i t ; 2i2&gt ; DNA &1 t ; 2i3&gt ; 

Artificial Sequence <220> <223> reverse primer for amplifying 
the gene coding O terminal 105 amino acids of amyloid precursor 

protein <400> 10 gttctgcatc tgctcaaaga acttgta 
27 
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